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(71) We, ORGEIIAIED S.A.3 a Swiss Body corporate of c/o Me. Gumy, 8 Bd. 
de PeroUes, 1700 Fiibourg, Switzedand, do hereby declare the invention, for which 
we pray that a patent may be granted to us, and die method by which it is to be per- 
fonnied, to be substantially described in and by the following statement:— 
5 This invention cxxncems [Mrarbonyl-pfaenoxy-carboxylic adds and derivatives 5 

thereof whidi result from transfoxming the p-oxo radical into oximei add, ester and 
amide radicals and from transfoiming the caiboxylic add radical into estier and amide 
radicals. 

Our copending Patent Application Number 3085/70 (1268321) daims com- 
10 pounds having the formula 10 



i N / V 



where Y is — OEj, ^CHa, ---OC2H5, — OCsHt, NHOH, NRiR„ A represents a 
single bond or a divalent straight- or brandied-chain Ci_3 hydrocarbon radical, R' is a 
hydrogen atom or a phenyl group, and cither X is = O or =r NOH and R is a hydro- 

15 gen atom or a phenyl, halo^enyl, Q-^ alkyl, Ci_a <tJ-haloalk^, and ifX = 0, Ris 15 
hydroxyl, mcthoxy, ethoxy, propoxy, — ^NHOH or — ^NRiRg groiq> or R — CX 
represents a cyano groi^ each of Ri and Kz being a hydrogen atom or an alkyl or di- 
eithylamino alkyl group or Ri and R2 forming, together with the nitrogen atom to which 
they are attached, a substituted or unsubstituted hetenx^dic groiq>>. 

20 The present invention provides onnpounds having the gmeral formula 20 




but exduding those daimed in the said copending application, in which and R'' are 
identical or different and each represents H, CHs, QHa, CeH,, p--F— C«H« 
p — a — QH^ — R'" and R"", which may be identical or different^ represent % a 
25 halogen atom, preferaWy F, Q or Br, a Cx_^ alkyl groi^, CF,, SCH,, SOCH,, 25 
SO2CH3, OCHa, OH or QH5; R^ represents H, a alkyl group, an aryl g^wsp, an 
aryl group the aromatic residue of which is substituted by one or more 
CHa, CPs or h alogen atoms, a cydoalkyl group, OH, a Q-_. alkoa^ grot^ an aryloxy 
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group, «m aryloxy group the aromatic residue of whidi is si&stttottd. \^<^^^, 
%oZ, a NROl/gr^p; a NHCH,CH.NR,R, group orjm 0<&^mjR,^W. 
^ r^presenc 01? C^L alko^y. NR,R« NHCH.CH,NR,R. or O^^f^^^^^ 
X' r^resents O or NOR<,; Ro represents H, Q-, ^k.^SF^^^^^ 
5 CH,CHOHCH,OH; and each of R. and R„ whidi may be idaiacal <«■ Jtafferea^ 
^ repAsents a hydrog^ atom, a alkyl group, a Q^, cydoalkyi group, P^^^V 
Ic^ cycioalkyi ^up, an aryl group, an aryi group ^e aiomauc residue of which is 
suteriSi^ by one or more halogen atoms or CF. or CH, groui«, or R, and R, are 
S tofoii together widi the^trogen atom to whidi they are bonded, an opuo^ 
10 substituted 5- to 7.membered heterocydic rmg, whidi 

atom sdected from O, S and N, or radical of fonnda — I^,^CH0^^(NHs)COOT 
or — NHCH(COOH)CH,SH, with die provisos that if R"' and R"" are not both 
SdrogS ±i R^ is^mediyl 'or p^iophenyl, and 4at if Y is i^T^^J^^A 
R^ is hydrogen or C._^ alkyl and one of R" and and R- is hydrogpn, the odicr of R ^ ^ 

15 RT is^th^^^^L^^ coacans tbe addition salts whldi can be fonned frm. 

*^™£^p3*S fomuila I can be used as therapeudc ageiM% and act in partiailar 
ondieceiffalnervousq«aiem,orasanli-inflammatoryornom^ 
20 compounds can be used ia therapeutic medicmes as analgesu^ anti-inflammatoQr, 20 
p^tropic, caidioyascular, nonnoUpemiant, hypodiolesteiolemiant or antitussive m- 

^^equendy, the nneniioa furdier provides a Aerapeuric owaposition oontammg 
at leastOTfi compound <rf the invention as an active ingredient in assoaation wifli a 

25 P^'^'r^'^^g^^^"' str^S'or'te^ed hydrocarbon diain. The temi 

alfeay means a straidit or branched hydrocarbon diain which is bonded to an osygai 
atom by a sinrie bond. Am<as Ac alkoxy groups according to dus mvennon, die fol- 
lowing simplKt ones can be mentioned: medio^, ethoxy, propyloxy, iscqoopyloxy, 

^ '^S - cydopentj^ cydohexj^ ^'""^J^^ 

The prefocred cydoalkylmcy groiqMS are cydopemylo^y, <7doliexyioigr and A^-'-^ydo- 

hexe^tocy^ "O^enB-NBoR*" whidi is also described as "aminoalkyloxy;', 
represents a group comisting of a divalent straight or branched ^y<l~carbon dam 35 
^di is betwWL oxygen Itom and a NRJl. group VrfierMyf^ al^e^ rea^ 
comprises from 1 to 6 carbon atoms. Among the preferred O-alkylene-NIUR, groups 
the Mowiiffi ones can be mentioned: aminoetiioxy, ammopropyloxy, ammoisoproKr- 
loxy, mono- and dialkylaminoetiioxy, mono- and diaBcylamiiu>propyloiq^ moncK 
dia&ylaminoisoptopyloxy, piperidinoedioxy, azepmoedioxy, morphdmoetiioxy, mpw- 
Stiioxy, &'-medi^i>5p«^oedioxy. pyrrolidinoethoxy, pipendmofwopylo^, 
piperidinoisopropyioxy, azeirinoprop^oxy, az^inoisopropyloxy, piperazinopropyloxy, 
piSeraanoisopropyloxy, morpholinopropyloxy, morpholmoisoim^yloxy, thiOTio^o- 
linopropylox^ Aiomorpholinoisopropyloxy, N'-/xhlorophcnylpiperaaa<^>n^o^ and 

- amino, -d^Wo, 
pip^zino, N- metfaylpiperazmo, pipcrazino, 4^methylpipcndmo, ^nilmo, N^e^ 

50 methyl aniliiio, cydohcxyiamino and cydopentylamino gro^ and analogues thereof. W 

The piefened halogen atoms are fluorine ddonnc and tamunc 
The aiyl group of R"^ R'*, R, and R^ can be subsdtutal by cue or more F, O, 
Br, CFa and CH3. The prefened ones according to this invenuon are phenyl, A-dfloio- 

phenyl and p-fluorophenyl. ' j ^ 

55 Among the compounds cx>ncsponding to fonmito I two kmds of pto^ 

1) die p^arbonyl-phenpxy-alkyi-<aibox3iic adds and derivatives thereof whidi result 
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&) from tiansfonning the p-oxo group into oxime X = NORm 

b) from transfonning die caiboxyUc add group mto ester ^^J^'^^&j^ Si ««,m. fin 

c) from transfonning bodi the /m)xo group mto onme and die carbo^c aad groiq)S 60 
into ester and amide groups; and, 
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2) die p-carixHcy-pheaory-alkyl-caiboxylic adds, hereafter called "diadds" and deriva- 
tives thereof whidi result from the txansfonnation of one or the bodi carboxylic add 
groups into ester and amide groups. 

Among the compounds of the ^^p-carbonyl" type, R'* represents Q — Gg alkyi, 
5 aryl preferably QHa, p-^O— C0H4 and p— F— QH,. 5 
Among the "diadd" type R'* represents OH, Ci— Ce aikoxy, aryloxy preferably 
phenoxy and p-dilorophenoxy, cydoalkyloxy preferably cydopent^oxy, cydohexyloxy, 
A*'*-cydohexec^loxy, NRaR4, NHCHaCHaNRaR^ or O-alkjdene-NRaR^. 

The pm-a-carbonyl OHnpounds of formula I in which X' is an oxygen atom and Y' 
10 is a hydroxy group or a Cl_s aikoxy group may be prepared by reacting a para- 10 
hydroxybenzoyl compound of the formula 

JfVi^cJ \-0H 

m which R% R''' and R"" are defined as above widi a halogen compound of the 
fcmnula 



15 Hal-Jj-COY" (in) 



I 

R" 



or an<t-halogenaCBd ester of die fonnula 

R<^-ai(Br>-<X>.Et 

in onlei to obtain ie!;)ectivdy a annpound of tbe f onaula 

>?rf 



(inb) 



.15 



in which Hal represents a halogen atom, Y" is a hydroxy group or a Q^s aikoxy groiq> 
and and R" are as defined above, in an alkaline medium. 

The carbonyl function >C=0 may be converted into an oxime function or an 
ester or odier ester or an amide function respectively, using a method known perse for 
20 converting a carbonyl function to an oxime function or for converting a carboxylic or . 20 
Cx_8 aikoxy ester function to an ester, other ester or amide function. 

The following procedures may be used to prepare the compounds of foimula I: 

PROCEDURE A. 

Preparation of adds» esters and amides of formula I, in which R'' is a hydrogen atom 
25 and X' is. an oxygen atom 25 

a) A p-hydroxybenzoyi derivative having die formula 



(Ma) 

in whidi Rj is a hydiogea atom or an alkyl or aiyl group, particulaily a p-ddoro- 
phen)i gnwp, is reacted with an a-halogenaisd add for tiie formula 

30 R'-CH(a)— COJI 30 

(ina) 
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WhcD R< represents a hydrogen atom or an alkyl group, compound IVa m^ be 
esterefied using methyl or ediyl alcohol; the ester obtained may be ^onden^^d wtb an 
™priate amme to produce a desired amide of formula I, or transestenfied to syn- 
tiSSz? an ester of f omnia I other than those already mentioned m procedures A (a ) 
and A (b). 

When R. represents an aryl radical, compound IVa may be convened by means 
of SOa or pa into the corresponding add diloride ^^ich may be reacted 
appropriate amine, alcohol or amino alcohol, m accordance with ^^^J^^ Pf 
56, m order to obtain respectivdy a desired amide, ester or ammo ester of formula 1. 

d) Compound IVb may be condensed widi an ^>propriate amine in accordance 
with a method known per se to produce a desired amide of fomuila I or compound IVb 
may be transestenfied to prepare other esters of formula L 

PROCEDURE Ax r-tx a 

Preparation of adds, esters and amides of formula I in which R^ « R" = CHa and 
^ X' = O 

a) An acetone<hloroform mixture or an ^^-halogenated estCT of the formula 
Br— C(CH3)2— COaEt (V), is reacted with compound Ha m an alkaLne medium, m 
order to obtain respectively a compound of the formula 



CH 



km (so) ^ 

b) Compound Via can be esterified by means of a lower alcohol, for instance to 
give mediyl, ethyl or iso-propyl ester, particularly when R, is an alkji group. 

c) &ter VIb can be amidified or transestenfied, in accordance with methods 
known />cr te to produce respectivdy an amide or other ester of the formula I. 

d) When R5 is an aryl group, compound Via may be converted into the cones- 
pondSi adT Soride b7 of SOQa or PQ, ,and dien, if, desired die a^ 
dSoride may be reacted widi an appropriate amine, alcohol or ammo-alcohol to pro- 
duce an amidci ester or amino ester respectivdy of the formula 1. 

PROCEDURE B, . ^ i , r • 

Preoaration of aldoximes and ketoximes of fonnula I, i.e. compounds of formula I m 
^ whidiX'= NOHorNORo. 

a) The compounds of fonnula I in whidi X' = NOH may be pr^ared bytteatmg 
concsponding oSpounds of the fonnula I in whidi X' =. 0 widi hydroxyiammc 
hydrochloride in a basic medium, preferaWy a pyridinic medium. 

b^ The compounds of die fonnula I in which X' - NORo may be prepared:— 
by condensing corresponding compounds of die fonnula I in which X = 0 m a basic 
pyridine) medium, witii a substimted hydroxylamine hydrochlonde, such as: 

H J^-s-^O—Ro, HO, 

fnmi the compound of die fonnula I, in whidi X' = NOH, by die f oUowing reactiais: 

—NOH > — NOK > —NORo 

lBu OK X Ro 

The following examples are given to illustrate the invention and analogous mediods 
of preparing compounds in accordance with the invention. 
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EXAMPLE 1. 
4-(^-d]loiobeiaoyl)-iAeaQxy-aoetic add 

a) Preparation of 4^hydroxy4'''chlorobenzophenone 

Phenol and p-chlorobenzoyl chloride are successively added at O^'C to a sdution 
5 of AlCIa in nitrobenzene (or a suspension of AIQa in ligroine or dichloroethylene) ; the 5 
resulting mixture is kept warm to 25**C for 17 hours, and hydrolysed; 4-hydroxy-4'- 
cfalorobenzophenone is then isolated by extraction using dilute socUum hydroxide and 
washing with hexane. 

b) 4-(p''chlorobettzoyl yphenoxyacetic add 

10 A mixture of 1 mole of 4--hydroxy-4'-chlorobenzophenonei 2.2 moles of NaOH» 1.2 jq 

moles of aCH,— COgH and 1300 cc of water, is refluxed for .7 hours. 

After addifiGation and extraction with NaHCOa have been conducted and followed 
by a second acidifi c a ti on^ 4-(p-chloroben2oyl)-phenoxyacetic add is isolated. Its melt- 
ing point is 152*^C 



15 



15 EXAMPLE 2. 

N-(p^propionyi-phenoxyacetyl>-moiphoUnc. 
This esami^e iUustzates the pxoceduies A(b) and A(d) described above. . 

a) Methyl p-propionyl-phemxyacetate 

1 mole of p-profHonyl-frfienoxyacetic add is refluxed duri ng 1 0 hours, with 100 cc 
20 of M^H and 300 cc of CHO, or CH^Qa rn tfie presencc'dTOTHm The result- 20 
ing mixture is {Kmred into water. The desired ester remains in the organic phase. It is 
washed once with dilute NaOH^ then twice wi& water. Pure methyl p-piopionyl- 
phenoxyacetate is thus isdatedi, with a yidd of about 90%. MP: 59**C 

b) * cfirCH^<o^^^^y^ 

25 1 nwle of the ester obtained in seep (a) is lefluxed for 8 hours with 2.5 moles of 25 

morpholine. Then, 1 vdume of water is added, and the product is left to crystallize in 
the cdd state. The morphdinic amide is filtued off and leoystallized frmn akohd 
(yidd: 85%; mdting point: 88"C^. 

By using the prooedwe descnbed in example 2, original compounds listed in taUe 

30 III are prepared. 30 

EXAiVlPLE 3. 
N-(p-ben2oylphenoxyacetyl)-piperidine 
This example illustrates procedure A (c) described above 

35 The piperidinoamide of /^benzoylphenoxy acetic add is obtained by treating 1 35 

mole >f p-benzoylphenoxy acetic add chloride wiA 2 moles of pipcridine in benzene. 

By using the procedure described in example 3, original OMnpounds listed in table 
IV are obtained. 

EXAMPLE 4. 

40 * Paiarprqnoahydroximoyl- phenoxy-acetyi-l-piperidine 40 



1 mole of ^propionytphenoxyacetyl-l-piperidine is refluxed for 5 hours with 1.1 
mole of NHzOILHQ and 1.05 mole of pyridine. The desired oxime is piecq>itated in 
water and recrystallized £rom alcohol. Its mdting point is 144^C. 

By using die prooeduie described in example 4, original cooipounds listed in taUe 45 
V aie obtained. 
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EXAMPLE 5. . 
Preparation of para-(4-chlorobeazoyl)-plienoxy-isobutync aad 

1 mole of 4-hydroxy-4'-chloroben2ophaione is dissolved in anhydrwis acettme and th^ 
5 5 mdes of powdered sodium hydroxide is added. The ^^^^pondmg^s^ pheimte 
precipitates. Refluxing is effected, and then, 1,5 mo e of CSa ddut«i with an- 
hydiius acetone is added and the resulting mixture is refluxed for 10 tou«. After 
cooling, water is added, die acetx>ne is evaporated, the aqueous phase is wa^ed with 
ether Sid acidified and Ac organic phase is re-dissolvcd m edicr and extraoted mtoa 
10 solution of bicarbonate. The bicarbonate solution is tiiea aadified to obtam the desired 
add, having a melting point of 185*0, with a yield of 75%, . ^ • ^ui^ 

By ushig the procedure described in example 5, ongrnal compounds hsted m table 

^tors^damides of the phenoxy-isobutyric acids pr^rared in accordamxwiA the 
15 procedure of example 5 are produced in accordance with pr?ce<toe Ai desaibed above. 
Esters and amides prq>ared in this manner are listed in table VIL _ ^ ^ 

The compounds iSted in table VII can be prepared m a manner amdar ta that 
described in the f blowing escsumple; 

EXAMPLE 6. 

20 Iso-propyl p-(4-chlorobenzoyl)-phenoxy-isobutyrate 



30 
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AS?-/ \-COOH 

widi a halogeno carboxylic add having the foimtda 

Hal-J:— OOOH 



10 



15 



20 



25 



(CbdeNo. 178) 

1 mole of the acid obtained in example 6 is converted into its add chloride u^g thionj^ 
chloride i26 moles). 1 mole of the add diloride is then condensed with 1,05 mdfi of 
isopiopyl aioAol in the presence of 0,98 mole of pyridine m an mert solvent sudi as 

25 ^s^^Qg ^ces of SO2 (which has a bad smell) may be obtained fawn the tiiionji 
chloride; it is preferable to avoid this disadvantage by carrying out die estenfication 

^^Uang procedure B described above, isobutyric add?, and esCets and amides diOTof 
prepared m example 5 arc connected to the corresponding oxune amipounds listed m 30 

^^^^m^ compounds of formula I in which and Y' are botfi hydior|r groups may 
be prepared in accordance widi the invention by a) reacting /i-hydrtaybenzoic aad 
which has the f ommla 



35 



in which Hal represents a halogen atom in an aqueous alkaline medhim under reflux, 
and b)iHedpitating the resulting diadd in an addic medium. rrf^i,oi^P«« 40 

It is prrfexxSl to use one mole of p-hydroxy benzoic aad per mole of die halogeno 40 

"^^^S'cSJounds of formula I in whidi at least one of R- and Y' is oAer t^ 
hydroxyl can be prepared in aoxirdance with die invation by.<»«i7^,S^JfS^ 
of die add functions of die diadd mto an ester or amide funcnon by a mediod known 
45 perse for converting carboxylic add groups to ester or anude grwqw. 



45 
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The diadd, which has the f crcmula 




can be used diiecdy: 

a) for the synthesis of a diester of the invention in whidi RJ* = Y', 
5 b) to pi'q>are an intennediaiy add didiloride for whidi a diester or a diamide of 5 

the invention in whidi R^* = Y' can be synthesized, or 

c) for the synthesis of a monoester of the invention; in this case the add function 
carried by the oxyacetic chain, Le. the group OCR^R'^COOH, is esterified through the 
add monochloiide prepared with PClo in QH* at 0**C. 

10 The moQoesters of the foxmda 10 




can be synthe^zed in acoordanoe with method c) or else by the action of etfayi bromo- 
acetate: 



R^ 

i- 

15 on a p<ira-caibo9cy-hydiDxyphencme of the formula 

in a heterogenous alkaline medium. 

From the monoesters of the invention, particularly those of formula VIII above, 
there can be obtained, by using a method known per-se, monoamides of the invention, 
20 e.g. of the fbnnula 20 



or add monochlorides, e.g. of the formula 



The add numoddorides can in turn be converted intt> symmetrical and a^mmetrical 
25 dtestetsandamido-estersof the invention, e.g. of the fonnma 25 
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FinaUy, a symmetrical or asymmetrical diester of the invention, eg. of Ac f onmila 
can be converted to an amide ester of the invention, e.g. of the fonnula 



5 By a simple modification of die leaction se^ioices d«?*<^ve it Bpg^^We » 5 
obtain the compounds of the invention m which one of FT 00— a«d.7~°L'''„"^ 
aminos group and the other of CX>-,and -COY is an amide gro^'^y 
substiments on the nitiogox atom of the ammo^ ^nnip heu^ tdenOMl » m 
diffcKmtfemdioseontheniiiDgHiatomaftheanudegtoiqfcThisisiUnstiatedmtlie 

10 following leacticm sdieme in which 

and 

/ / 

i^iesent con-identical amino groups. 



The following esami^es are given to illustiate the invention. 

EXAMPLE 8. . . 15 
N-(p-caiboxyphena3cy-acctyl)pipcridinc 



15 



A mixture of 1 mole of ethjd p-carboxy-phenoxy-acctate and V moles of piperidinc is 
refluxed for 7 hours. Water is then added, and l-p-carboxy-phenoxy-acetyi pipendme 
20 precipitates. 



10 



30 
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EXAMPLE 9. 
Ethyl para-piperidinocarbonyl-phaioxy-aoetate 
Operation is in accordance with the following reaction scheme: 



The amide ester product can be reacted with any amine* in aooDidance witfe the 
procedure described in Example 8^ to produce a diamide. 

The substances indicated in Tables I and 11 are prepared in accDidance with the 
procedure described in Example 8 or Example 9. 

The substances listed in Table I bis have been found to possess antitussive and 
analgesic properties. 

The following Examples illustrate particular procedures for preparing the com- 
pounds number 96 and 99 appearing in Tables I and II respectively. 



10 



EXAMPLE 10. 
N-(p-cari)oxyphcnoxy-acetyl)-piperidine 

coded as No. 96 15 

a) Eth^ p-carboxyphenoxy^etate 

1 m<^e of ethyl bromoacetate is reacted widi 1 mole of ^hydroxybenzoic add in 
toe presence of 2 moles of K2CO3 in acetone, mediyl-cdiylketonei dioxan or tetra-hydn>- 
furan, for 48 hours, at the reflux temperature of the ofganic solvent to obtain cthyi 
20 carboxypheaoxy-acetatc. 20 

b) N'Cp-carboxy-phenoxy-aceiy^Jptperidine 

The preceding ester (1 mole) is heated under reflux with piperidine (3 moles) 
m a chl orinated solvent, for 6 hours. Water is added to precipitate N-(p-carboKy- 
phamy-acetyl)pipcridine afcer amdensation is complete. 

EXAMPLE 11. 
N-(p-edioxycarbonyl-pfaenoxy-acetyl)piperidine 
coded as No. 99 

Ethyl p-carboxy-iAenoxy^cetate is esterified in edianol and chloroform in the 
presence of sulphuric add. N-(p-ethoxycaibonyl-phenoxy-aoetjd)piperidine is ob- 
tained by OMidensation of 1 tnxAt of die resulting diester (ediyl p-edioxycarbonyl- 30 
phenoxy-acetate) with 3 moles of piperidine in aa inert solvent for 7 houxs at the boil- 
mg temperature of said solvent. 



25 
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r 
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1,415;295 
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1, 



0 



Activity 
found 


Antitussive 

Antitussive, 

analgesic. 

cardiovascular 


> 




13 000 

18 000 

19 000 

19 000 

20 000 
20 000 

19 000 

20 000 

37 000 
23 000 

23 000 

21 000 


1 

i 


sjq aa sa 


e 

o 
OS 
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1650 
1650 
1660 
1660 
1660 
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'> 
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SO 
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>^ 
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1 

o 
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Activity 
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Antitussive, 

analgesic, 

cardiovascular 

1 

1 i 

1 


> 




30 000 

20 000 

36 000 
23 000 

32 000 
16 000 

34 000 

21 600 

27 000 
30 000 

32 000 
18 000 


=1. 

>< 


o»n ^2 gj; 

sa sa SS 8JQ ^« 


S 
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1660 

1660 

1660 

1660 
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*> 

1 


1710 
1710 
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>- 


0 0 Q 0 0 11 
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1 

a: 

2 


'> 


Oi Pi 9j Oi Q Qi 
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No. 
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Activity 
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Antitussive, 

analgesic, 

cardiovascular 


> 
P 




31 000 
22 000 

30 000 

22 000 

30 000 

23 000 

30 000 
20 000 


1 

GO 
-< 


♦H in »-< «o i-«»n ^ <o 

C^CS CMCS OICM 


1 
H 
o 


i 


1660 
1660 
1660 
1660 
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1710 
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so 


o ^ r4 
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*> 


Ol Ol 0| Oi 
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XMax. 


CO t-. 
r-1 so 


SO 
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Tj- VO 
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0 amide 
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II 
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oo 


\o 


o 
cn 


o 


CO 
00 
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X 


X 


X 
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X 


X 


X 
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X 


X 


X 
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g 


g 
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g 


g 


g 
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5 

I 

g 



9e X 
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S 
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1,415^95 
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Antitussive, 
psychotropic 
and analgesic 
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♦» 
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14 000 
18 500 


14 000 
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24 000 
18 500 
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17 500 


14 000 
16 000 


19 000 
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E 
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discovered 


Antitussive, 
psychotropic 
and analgesic 


> 




15 000 
17 000 

29 000 
17 000 

27 000 

16 000 

22 000 
13 000 

23 000 
1*3 000 

25 000 
15 000 

23 000 
15 000 


>< 
a 


O CM vn CO ^ o r- co oo rtoo 
csn CM CM csirJ cm cmcm cmcm cm cm 


r 

B 
o 


i 


1665 

1660 
1660 
1650 
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1660 
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11 

0 ketone 
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so 
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o 
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> ? 


Antitussi\ 
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oo 
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1 
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ON VO, 


■ 


1 1 




E 

1 

u=o 


o 

\& 

^ 


o 

vo 

\o 


o 

vo 
xO 
r-C 


VO 


o 

vo 
vO 
«-l 


o o 
vo «n 
vo vo 


u 

ci 


C 

o 
o 

1 

cj==o 


o 
oo 
vO 


o 

00 

\o 


O 
00 
NO 


o 

VO 

«— 1 


o 

vo 
VO 
t-( 


o o 
vo 

vo vo 

T-* *-< 




r- 

NO 


& 


»o 


oo 
cs 

»-( 


o 
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vO 

o. 
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Ov OO 
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1,415^95 



21 



Activity 
discovered 


Antitussive, 
psychotropic 
and analgesic 


> 


w 


13 000 
17 000 




X 
ed 


mm 

<MtS| 


1 


■ 

B 


' ii 

0 amide 


NO 


o 

g 

-«-> 


o 

v£J 
VD 


1 






o 












>- 


ffi o 

u— o 
1 


0 

1 
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OS 
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n 
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«• 
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o 

CO 



22 



1,415^5 
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discovered 


Antitussive and 
psychotropic 

> > 


> 




22 000 
18 000 


20 000 
16 000 


41 000 
40 000 


22 000 
19 000 


14 000 

15 000 

16 000 

17 50(j 




XMax. 


f-l OO 
CM CM 


*H CO 
<M OO 
CM 


in 
T-H in 

CM 


to o 

oo 
CN CM 


O CM O CO 

f-^ OO *-« oo 
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a 
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O 




o 


o 
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o 
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r- 
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o 
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so 

o 
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1 
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vO 


NO 
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SO 


o 


OS 


o 


o 
to 
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>- 
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1 


0 
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1 
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ac 
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0 0 0 0 0 0 
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oo 

CM 


<M 


fO 


00 
NO 


NO 
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discovered 


Antitussive and 
psychotropic 


> 
D 


w 


25 000 

18 000 

26 000 

19 000 


>< 

cd 
>< 


oo oo \o 
O oo o oo 


£ 
o 




1645 


v-C- 

II 

0 ketone 


1665 
1665 




o o 
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0 0 


1 

OS 










99 


Code 
No. 
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CM CN 



24 



24 




Activity 
discovered 


Sedative, 
antiinflam- 


matory, 
analgesic 
and anti- 
tussive 










> 




45 000 
40 500 


- 


22 000 
18 000 


26 000 
16 000 


19 500 
16 000 


22 000 
18 000 
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m 
<S cs 




cs 
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CS cs 
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1-1 m 
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CSCS 
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§ 
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1645 
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i 

X 1 
o 
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so 


CN 
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OS 

v> 

1—1 






0 

0 
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1 
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S 
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p- 


o 

CO 
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CO 
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and anti 
tussive 
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6 
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O 
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CO 
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CO 
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m 
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o 
o 
«n 


CO 


o 

CO 
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00 
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0 
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o 
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X 


1 
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o 
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o 


NO 
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1,415;295 



26 



Activity 
discovered 


Sedative, 
antiinflam- 
matory, 

and anti- 


tussive 1 


Analgesic, 
antitussive 
and anti- 
inflammatory 








Active on 
the CNS 


> 


w 


O O 

o o 
o o 

S S 






oo 
oo 


§§ 
ON 

CM «-H 


so 

oo 

oo 
cs ^ 


So 
oo 

»o»n 


SO 
So 
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>< 

eS 


o <s 






«n Ok 
«n 

CM 


<N oo 

CO 
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u 


H 

1 

i 


o 

NO 

\o 
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o 
cn 
\o 


o 

CO 
NO 


o 

NO 


o 

NO 


o 

NO 
NO 


05 


a 

o 
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«o 

CO 
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CO 


o 
m 
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CO 
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CO 


CO 


o 
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CO 
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oo 


oo 
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o 


Ov 


NO 
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1 
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T 
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£ 
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B 
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No. 
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ON 


oo 


CO 
00 


m 

oo 
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27 



1,415,295 





Activity 
discovered 


Antitussive 
and psycho- 
tropic 

>> 
»» 

a 






24 000 
9 000 


23 000 
21 000 


21 000 
19 000 


25 000 
17 000 


22 000 


40 000 
15 000 

30 000 
30 000 




>< 


o o 

CM <M 


o »o . 

C<l CM 


O l-^ 
^ lO 
CM CM 


CM CM 


I— t 
CM 
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'e 

u 
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O 
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NO 

•H 


o 
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O 
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o 
o 

en 
en 


O 
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u 
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u 
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x 
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o 
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en 
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CM 
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00 

»n 
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g 
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s 
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cs 



1,415,295 
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discovered 


Antitussive 
and psycho- 
tropic 

»> 

» » 


> 




OA 
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o 
o 


o 
o 
o 

vo 
Ol 


S 

o 

vo 
fO 


o o 

§§ 
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OO 
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a 
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CO 
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CM 
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u 
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CM 
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Normolipemiant 
and cardio- 
vascular 

Normolipemiant 

Normolipemiant 
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vascular 
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We make no daim to the compounds daimed in the tpedficatiaa of our prior co- 
pending Application No. 3085/70 (1,268^21). whidi aie defined at die begmnmg of 
die specification. Subjea t9 this disdaimer, 

WHAT WE CLAIM IS:— . , , S 

5 1. A phenoxy-alkyl-caiboxylic compound of the general foonula: 

in whidi eadi of R" and R^ which may be identiad or different is a hyf"6a},,»»° 
or a mediyl, ethyl, phenyl, p-dilorophenyl or p-fluorophmyl gpxipi eadi R and 
R"", which my te identical or different, is a hydrogen or hato^ aMm or a att^ 
10 CF. S^3, SOCH,, SO,CH,. OCH,, OH. CH. or substituted phenyl group; R« is 10 
ahydSS aumTa Q_, aS^l group, an a«l »>up optiooaUy c""^-^^'^ 
nud^iSstitumts selected frommcdiyl and ttifluoromcdiyi groups ^^J>^^^ 
a «doalkyl, hydn«yl or Cx_ alkoxy groopi an aijioxy gio^ X'^L^W 
on^or iSre nudkr subsdtuents, or a q«doafflcoxjr, cydaiikenyloxy, NRJRj, 
15 iraCH.CH,NR,R^ or 0-alkyiene^NRJl, eoap>J' ' ''^^xy, Ci-ji alko^, 15 
-NHai.CH,NRjR. or O^ene-NRaR, ,^'^P5^'^«^^ " 
NOR,: Ro is a hydrogen atom or a CV-s alkyl, —CHaOIjNKiK, or 
S C^HCftOH and eadi of R. and R„ which may be « 

dffiMoit isahytbDgmattm,aC,^alkylorC3_TcydoalkylgrouporanaiyIgt^^^ 
20 S^y cx^S^e or iore nudear substituents sdecttd.ftom halogen atoms and 
^Sld oaSnethyi groups, or R, and R, tt^thcr with the ^^,<f^ 
3th^ are attadied ^epSeseitt an optionaUy substituttdS- » 7^«^b^<^ 
CTdic line whidi may contin a second heteioatom sdected fromO, S and N, or radical 
SiSL -l«?raiO.CH(NH,)COOH or -NH--ai(<»OH)--OT,S^^ 
Se provisos that H R'" ind R>" are not bodi hydroget^ Aen R" is methyl or p-dUato- 
pteS^ tet if Y' is hydroxy or alkoxy, R'' is hydrogen or Q- alkyl and one of 
R" and R^ is hydrogen, die odier of R" and R' is mediyl or eiliyL 

Ta c^DWding to Oaun 1, in which eadi of R" and R^ is a hydrogen 
atom or a metSlor phenyl group, ead. of R"' and R-' is a hydrogen or ddome atom 

nurthyl, t^uoiSmeiyi or metiioxy group. R" is a slight- or branched-^ 30 
X^gro.^ or a hychroxyl, ammo, monoalkyhunino, di(Q.^ '^P'^^SfS^" 
dk^ mo^E aze^ino, pyrroUdino, piperazino. N'-^orophenylM««ano, 
Swlko^, mono- or dialkylaminoalkoxy, piperidmo ^'^'^^^^^^^ 
azepinoalkoxy, piperazinoalkoxy, aryloxy, t^?'^?^?^^^^'^?^'^^^ « 
hexW«ay, « NHCH,CH,NR,R. group; Y' is a hydros^, Q_ alkoxy, NI^ 35 
-NHCh'cH,NRJR„ O-Cx-. alkylene-NR^. or cydoalkylanuno group or «m aryl- 
ammo group optionaUy containing one or more nudear subsntuentt sele<^d from 
ddorinc araL ^d methyl and trifluoromediyi gro2>s; X' rtpteants O, and a±a 
eadi of R3 and is a hydrogen atom or a alkyl group, or 1^ and R« wg*" 
widi die idtrogen atom to whidi tiiey are attadied, represent an optionally substioittd 40 
5. to 7- membered heterocydic ring, whidi may con^ a^dtetmatomsdas^ 
faom O, S and N, or radical of fbrmda NH(CH,).CH(NH,)COOH. or 

— NH— CH(COOH)— CHjSH. 

3 AcompoundacoordmgtDaaim2,inwhichR''isaphmoxy groiq>. 

45 4 ASZdaccordS|toaaim l,inwhidieadiofR''andR'isah^^ 45 

atom oVTmediyl or phliyl groi,,, eadi of R'" and R"" ^jj^^ 
or chlorine atom or a medqrl, trifluoromediyi or medioxy gjoup, R" is a h^rogen a^ 
a straight- or bnmdied-diain alkyl gro«5>, or an aryl, f-dilor^henyl, «7dg«^ 
or A^-cyd<Aexenyl groi5>, Y' is a hydroiqrl, Ci-* .alkoxy, 

50 _NHCH,CH,NR,R«, O-C-, alkylene-NR.R, or c3«loalkylamno ffOi^^ jq*- 50 
amino groin) optionaUy containing one or more nudear sn>K«»«»™5Lf?«f~. ™° 
dilorine atoms and mediyl and trifluoromediyi groups, R„ ^JL^??^,^ 
C_, attyl or CH,qi,NR,R* group, and R, and R« arc as defined m Oami 2, widi 
the provisos set forth in Qaim 1. . . t 

55 5. A compound according to daim 4, in whidi ^'^JP^y], „ . " 

6. A compound according to daim 1, in whidi eadi of R'" and R"" is a fluorine, 

chlorine or bromine atom. ^ .ti...... 

7. A convound according to Oalm 1 or ^ in whidi IS a Ct-. alk««y gtoupk 
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8. A compound according to daim 1, 6 or 7, in which Ro is a Ci_a alkyl group. 

9. A compound according to claim 1, 6, 7 or 8, in which NRJR^ is amino, mono- 
or dialkylamino, morpholino, thiomorpholino, pyrrolidino, pipcridino, azq)ino> piper- 
azino, N-p-chlorophenyi-piperazino, N-methyipipeiazino, 4-methyIpipendina, an£Uno> 

5 2,3-dimethylanilino, /Kchloroanilino, 0-trifluoromediylanflino, p-trifluoromethylanilinD, 5 
cydohexyiamino, cydopentylamino or N-methylanilino. 

10. N-(p-propionyl-jrfienoxyacetyl)-morpholine. 

11. N-(/Hbenzoyl-phenoxyacetyl)-piperidine, 

12. N-(/>-pn)pionhydroximoyl-phenoxyacetyl)-piperidine. 
10 ,13. Isopropyl p-(4-chloroben2oyl)-phenoxy-isobutyrate, 

14. p-(4-d)loroben2oyl)-phenoxy-isobutyric add. 

15. N-{p-carboxyphenoxy-acetyi)-piperidine. 

16. Ethyl />-pipcridinocarbonyl-phenoxy-acetate. 

17. N- (p-ethoxycarbonyl-phenoxy-acetyl) -piperidine. 

15 18. An add addition salt of a compound according to any one of daims 1 — 9. 15 

19. A compound according to claim 1 or 18 substantially as herdnbeforc described. 

20. A therapeutical composition comprising a phatmaceudcally effective amount 
of at least one compound according to any one of daims 1, 6 — ^9, 18 and 19, 

21. A therapeutical composition comprising a pharmaccutically effective amount 

20 of at least one a>mp<Kmd according to any one of daims 2, 3 and 15 — 17. 20 

22. A therapeutical composition comprising a phannaceutically effective amount 
of at least one compound according to any one of daims 4, 5 and 10^14. 

For the Applicants, 
' D. YOUNG & CO., 
Chartered Patent Agents, 
9 & 10 Staple Inn, 
London WCIV 7RD. 
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